Introduction
Exposure of blood to extracorporeal artificial surfaces during procedures such as haemodialysis or cardiopulmonary bypass (CPB) has been shown to cause complement activation, resulting in stimulation of neutrophils.
1-s During CPB, neutrophils become sequestered in tissues where they generate oxygen and hydroxyl free radicals and release granular constituents such as elastase and myeloperoxidase (MPO). The effects, seen most acutely in the lung, can include oedema, tissue damage, and organ dysfunction. Neutrophil activation during CPB has been demonstrated by measuring production of oxygen free radicals 6 and LTB4, 7 release of lactoferrin, 8'9 elastase and myeloperoxidase, 8'11 and increased, formylmethionyl-leucyl-phenylalanine (FMLP) receptor expression, Although the majority of patients recover satisfactorily from CPB, there are few effective means to prevent CPB associated inflammation and organ injury. Depleting the blood of neutrophils using leukocyte filters has shown some beneficial effect in a dog model of CPB. 12 Administration of steroids can attenuate some effects of complement mediated neutrophil activation, including neutropenia and chemotaxis, although complement activation itself may remain unchanged. 13 In humans, the use of non-steroidal anti-inflammatory drugs (NSAIDs) Representative sections are shown in Fig. 4(a) and (b). In animals given NPC 15669, pulmonary structure was virtually normal with little or no oedema and few sequestered neutrophils. The alveolar septae are thin and the alveolar spaces appear clear (Fig. 4a) . intra-alveolar oedema and haemorrhage. In addition, clusters of red blood cells were evident in the alveolar spaces, and interstitial capillaries contained many clusters of neutrophils (Fig. 4b ).
Circulating neutrophil counts: In both control and leumedin treated pigs, circulating neutrophil counts decreased from approximately 8000/mm presternotomy to less than 500/mm 3 90min after initiation of CPB (Fig. 5) . However, both lung MPO content and histological evaluation indicate that the number of neutrophils sequestered in the lung tissue was much greater in control than in treated animals. Thus, the low numbers of circulating neutrophils in the leumedin treated group may be a reflection of marginated, rather than extravasated neutrophils (see Discussion). Untreated animals remained neutropenic for the duration of the post-bypass observation period (2h). In treated animals, however, neutrophil counts increased to over 2 000/mm at 2h post-bypass 0.06), indicating a trend toward reversal of leukopenia in the treated group.
Discussion
The in vivo anti-inflammatory activity of 
